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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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Status 

1 )^ Responsive to communication(s) filed on 05 January 2007 . 
2a)E>3 This action is FINAL. 2b)Q This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) [3 Claim(s) 1,3-36 and 38 is/are pending in the application. 
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5) D Ctaim(s) is/are allowed. 

6) E] Claim(s) 1. 3-36 and 38 is/are rejected. 

7) D Claim(s) is/are objected to. 
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Application Papers 
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DETAILED ACTION 

The examiner of your application in the USPTO has changed. To aid in 
correlating any papers for this application, all further correspondence regarding this 
application should be directed to the examiner's contact information listed at the end of 
this action. 

The rejections and/or objections made in the prior action mailed 8/24/06 which 
are not explicitly stated below, in original or modified form are withdrawn. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. Applicants reply and amendment filed 1/5/07 is 
acknowledged and will be addressed to the extent that they pertain to the present 
grounds of rejection. 

Claims 1, 3-36, 38 are under consideration. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

(Maintained) Claim 28 and dependent claims (29-33) are rejected under 35 
U.S.C. 112, second paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. The 
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rejection is maintained for the reasons set forth in the previous Office Actions and 
herein below. Applicants argue that the phrase 'contacting steps' is clear. Claim 28 and 
dependent claims are indefinite because claim 28 does not clearly refer to the 
contacting step of claim 1 and claim 1 is open to comprising multiple contacting steps. 
Claims 29-33 are rejecting for depending from indefinite claims. Alternative language 
such as 'wherein the contacting step is repeated' would clarify the subject matter. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in a patent granted on an application for patent by another filed in the 
United States before the invention thereof by the applicant for patent, or on an international application 
by another who has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this 
title before the invention thereof by the applicant for patent. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act 
of 1999 (AIPA) and the Intellectual Property and High Technology Technical 
Amendments Act of 2002 do not apply when the reference is a U.S. patent resulting 
directly or indirectly from an international application filed before November 29, 2000. 
Therefore, the prior art date of the reference is determined under 35 U.S.C. 102(e) prior 
to the amendment by the AIPA (pre-AlPA 35 U.S.C. 102(e)). 
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(Maintained/new for claim 38) Claims 1, 3-6, 8-18, 20-24, 26, 28, 33-36, 38 are 
rejected under 35 U.S.C. 102(b) as being anticipated by US 6107497 (previously cited). 
The rejection is maintained for the reasons set forth in the previous Office Actions and 
herein below. Applicants argue that the reference does not disclose administration into 
a cell and does not disclose the enhancement of transport. Amendments have been 
made to specifically recite transport into a cell and contacting in vivo. Applicants have 
made similar arguments previously; hence examiner is reiterating the argument and 
addressing the effect of the amendments and the newly added claim (claim 38). Note 
that new claim 38 includes limitations deleted from claim 1 , so the limitations of claim 38 
and dependent claims have been addressed in previous actions. It is noted that the 
claims do not require any particular degree of enhancement and therefore require only 
that the transport be increased to some small degree relative to the absence of 
diketopiperazine. 

US 6107497 teach a method of drug delivery comprising a complex of 
diketopiperazine and drug to be delivered. In one embodiment the delivery occurs via 
microparticles. With regard to the argument that the method 'enhances transport, the 
same compound is taught and used as instantly claimed then inherently the compounds 
would share the same bio-effecting characteristics. The rejection is based on the fact 
that the method steps are the same including the compound as instantly claimed. In 
Section 21 1 2 of the MPEP it is stated: 

The express, implicit, and inherent disclosures of a prior art reference may be relied upon in the 
rejection of claims under 35 U.S.C. 102 or 103.... the claiming of a new use, new function or 
unknown property which is inherently present in the prior art does not necessarily make the claim 
patentable/ 
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One of ordinary skill in the art would see that the two compounds of US 6107497 and of 
the instant claims, respectively, would inherently have the same characteristics. 

An example is provided (example 1 of US 6107497) to show that the 
administration can be performed directly and in vivo. Further, (column 10 line 14) it is 
stated that 'the microparticles can be delivered to specific cells'. Regarding claim 38, 
there is no mention of immunological issues outside of one specific arrangement of 
components intended for administration as an antigen (column 9 line 12). Therefore it is 
inferred that there are not particular concerns with immunological responses. 

Taken together, the claim limitations (claims 1, 3-6, 8-18, 20-24, 26, 28, 33-36, 
38) are anticipated by US 6107497 and therefore the rejection is maintained. 

(Maintained) Claims 1,4-10, 13-36 are rejected under 35 U.S.C. 102(e) as being 
anticipated by US 6652885 B2 (previously cited). The rejection is maintained for the 
reasons set forth in the previous Office Actions and herein below. Applicants argue that 
the reference does not disclose or suggest enhancing transport across a cell membrane 
and delivering of a compound directly into a cell. Applicants have made similar 
arguments previously; hence examiner is reiterating the argument and addressing the 
effect of the amendments. 

As stated above, the rejection is based on the fact that the method steps are the 
same including the compound as instantly claimed. US 6652885 B2 teach a complex of 
a component such as a protein and diketopiperazine (abstract). The patent also 
teaches 'formulations and methods also are provided for the improved transport of 



Application/Control Number: 10/632,878 Page 6 

Art Unit: 1609 

active agents across biological membranes 1 (abstract and column 3 line 42). Further, it 
is stated that 'the diketopiperazines also serve both to stabilize and enhance delivery 
of the entrapped materials. Formulations also have been developed for the enhanced 
transport of active agents across biological membranes 1 (column 4 line 12). One of 
ordinary skill in the art would see that the two compounds of US 6652885 B2 and of the 
instant claims, respectively, would have the same characteristics since it is stated that 
diketopiperazines enhance delivery. It is also stated that, 'the compositions can be 
administered to any targeted biological membrane' (column 10 line 54). Since a cell 
membrane/lipid bilayer fall within the scope of any biological membrane, the patent 
clearly discloses enhanced transport across a cell membrane/lipid bilayer and delivery 
into a cell. Taken together the claim limitations (claims 1,4-10, 13-36) are anticipated by 
US 6652885 B2 and therefore the rejection is maintained. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

(Maintained) Claims 1, 3-36, 38 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over US 6107497 in combination with US 6652885 B2. The rejection is 

maintained for the reasons set forth in the previous Office Actions and herein below. 

Applicants argue that neither patent discloses or suggests a method for enhancing 
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transport of a compound across a cell membrane. As stated above, US 6652885 B2 
teach 'the diketopiperazines also serve both to stabilize and enhance delivery of the 
entrapped materials. Formulations also have been developed for the enhanced 
transport of active agents across biological membranes' (column 4 line 12). Hence, all 
elements of the claimed methods are disclosed. 

Both references teach compounds comprising an active agent encapsulated by 
diketopiperazine microparticles for administration. One would be motivated to combine 
the references because US 6071497 itself is referenced in US 6652885 (column 2 line 
58) and mentioned as work to improve upon (column 2-3). It would have been obvious 
to one skilled in the art at the time of the invention to determine all operable and 
optimum component ratio, doses, etc. because the component ratios, doses are an art- 
recognized variable that is routinely determined and optimized in the art. One would 
have an expectation for success based on the examples provided 

Hence, the rejection is maintained. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
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shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ronald T. Niebauer whose telephone number is 571- 
270-3059. The examiner can normally be reached on Monday-Thursday, 7:30am- 
5:00pm, alt. Friday, EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mary Mosher can be reached on 571-272-0906. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




DANIEL M. SULLIVAN, PH.D. 
PRIMARY EXAMINER 



